Data from this registry contains potentially identifying and sensitive patient information and cannot be shared publicly. Anonymized data will be shared with researchers completing a data request with an approved research proposal and a data access agreement, signed by all parties. Contact <data@jointacademy.com> for more information.

Introduction {#sec004}
============

Osteoarthritis (OA) is the most common joint disease and one of the main causes of musculoskeletal disability worldwide \[[@pone.0229783.ref001]\]. More than 10% of men and 18% of women aged older than 60 suffer from symptomatic OA \[[@pone.0229783.ref002]\]. Driven by the increasing longevity of the population combined with the rise of obesity, joint injuries, and physical inactivity, OA is now the fastest growing cause of disability worldwide \[[@pone.0229783.ref003]--[@pone.0229783.ref005]\].

National and international guidelines recommend education and exercise as first-line treatment for OA due to the effectiveness in reducing pain and disability \[[@pone.0229783.ref006]--[@pone.0229783.ref012]\]. However, reports show a low uptake of these recommendations with only 36% of patients receiving a joint replacement having been provided a first-line intervention, and less than 50% receiving appropriate care for their OA \[[@pone.0229783.ref013], [@pone.0229783.ref014]\]. Without immediate action, the rising OA prevalence will be a challenge without solution for the health care systems and for society worldwide \[[@pone.0229783.ref007], [@pone.0229783.ref015]\].

To tackle the increasing burden of OA and increase uptake of recommended first-line treatment, self-management programmes have been initiated in several countries \[[@pone.0229783.ref016]--[@pone.0229783.ref018]\]. Despite their success in improving patients' symptoms, the high prevalence of OA and difficulties related to their implementation, these programmes reach only a minority of the suffering OA population that would benefit from education and exercise \[[@pone.0229783.ref017], [@pone.0229783.ref019], [@pone.0229783.ref020]\].

Digital self-management programmes have been developed to further facilitate access to first-line treatment for OA and to aid patients in maintaining a long-term exercise regime \[[@pone.0229783.ref021], [@pone.0229783.ref022]\]. Early reports have shown a reduction in pain, disability and desire for surgical treatment in patients with OA after six weeks in a digital self-management programme \[[@pone.0229783.ref023], [@pone.0229783.ref024]\]. However, there is a dearth of knowledge surrounding the long-term effectiveness of such programmes, or adherence and effectiveness of the face-to-face counterparts \[[@pone.0229783.ref018], [@pone.0229783.ref019]\]. Hence, the main objective of the current study was to report on the long-term outcomes (24 and 48 weeks) of people with hip or knee OA participating in a digital self-management programme delivering first-line OA management, and statistically investigate the mean treatment effect of duration on pain and physical function, as well as differences in pain over time between hip and knee OA with or without additional covariates.

Methods {#sec005}
=======

This was an observational longitudinal cohort study approved by the regional ethics committee of Lund University and the Swedish Ethical Review Authority (Dnr: 2018/650 and 2019--02232). Written informed consent from participants was obtained during registration. The study adheres to the STROBE guidelines for observational studies \[[@pone.0229783.ref025]\] ([S1 Checklist](#pone.0229783.s002){ref-type="supplementary-material"}).

Setting and participants {#sec006}
------------------------

Participants joined the digital OA self-management and education programme (see Intervention below for details), through recommendation by their local orthopaedic surgeon or physiotherapist, and via online advertisements and campaigns placed on search engines and social networks. Included participants had a radiographic and or clinical diagnosis of hip or knee OA from a physical therapist or physician (95% of all patients at the date of data extraction). Individuals without a prior diagnosis had clinical OA confirmed by an orthopaedic surgeon or physiotherapist via telephone (diagnosis according to NICE criteria and Swedish National Guidelines, and confirming the absence of any red flag symptoms), or if deemed necessary were recommended to seek face-to-face care before inclusion in the programme.

Data was extracted from the digital self-management programme registry on the 13th of March 2019. At that time point, the register contained data from 1709 Swedish participants (710 individuals had started ≥48 weeks before data extraction) that had reported one of their knees or hips as their most symptomatic joint (index joint), had been treated in the programme for at least three weeks with a minimum adherence of 70% and had registered ≥24 weeks before data extraction. Adherence was defined as the percentage of completed activities (exercises, text or video lessons on OA, and quizzes on lesson material) per the pre-defined period (the cut-off of 70% for the initial three weeks represents about 5 out of 7 days per week performing recommended activities), and mean adherence was defined as the group mean for the period of interest. Outcome analysis was made in two separate sub-samples; participants with a pain report at start and at week 24 or adjacent week (+- 4 weeks) and at start and at week 48 or adjacent week (+- 6 weeks), respectively. Adjacent weeks were added to collect the maximum amount of data (around 50% of active participants had reported pain at week 24 and 48, respectively). Hence, if a pain report was missing at week 24 or 48, the report from the closest week available was used (if two pain reports were available at the two most adjacent weeks, e.g. week 25 and 23, mean pain for these two was used). Those included in the 48-week sub-sample were excluded from the 24-week sub-sample, to enable comparison.

Intervention {#sec007}
------------

The intervention consisted of a digital, structured and individualized treatment programme for people with hip or knee OA (Joint Academy®; [www.jointacademy.com](http://www.jointacademy.com/)). The programme consists of instructions for neuromuscular exercises appropriately adjusted to each patient in regard to degrees of complexity and difficulty. Exercises are distributed daily during the whole participation period, in general, two per day. While rating perceived difficulty and adding comments, patients also indicated when exercises were completed. Program continuation was halted until all exercises for the day were marked as completed. Information (based on current OA management guidelines and research) in the form of text or video lessons (with quizzes on the material after each episode) on subjects related to OA, OA symptoms and its management is also distributed to each participant. The lessons come packed in themes, with each theme containing 1--5 lessons where participants receive a theme per week the first six weeks, and then every other week, for a total of 70 lessons over a 48-week period. Completion of a lesson was indicated by the patient answering the quiz correctly. Additionally, continuous access to and dialogue with a physiotherapist through an encrypted chat function, and/or telephone, is provided.

Outcome measures {#sec008}
----------------

In this program, several measures are collected at separate time points. There are weekly measures (joint pain), bi-weekly measures (physical function), and quarterly measures (other instruments not relevant for this study). Joint pain was assessed at baseline, and weeks 12, 24 and 48 using the Numerical Rating Scale (NRS, discrete boxes 0--10) with the instruction \[[@pone.0229783.ref026]\]; *Mark on this scale how much pain you had the last week in your hip/knee*, followed by a 0--10 scale where 0 was defined as *No pain* and 10 was defined as *Maximum pain*. Minimal clinically important change (MCIC) of pain was defined as an improvement of 20% (slightly or moderately important improvement according to Tubach et al., 2012) \[[@pone.0229783.ref027]\]. As a measure of physical function, the 30CST from week 12, 24 and 48 were used \[[@pone.0229783.ref028]\], performed by the participant with the help of an instruction video with a coupled visual timer. The patient entered the performed number of repetitions after each test. Physical function data was handled similarly to the NRS, with week 24 ±4 adjacent weeks and week 48±6 adjacent weeks included for those with available NRS data. All outcomes were self-assessed and self-entered using the digital programme interface and chosen based on the International Consortium for Health Outcomes Measurement Standard Set for Hip & Knee Osteoarthritis (ICHOM) \[[@pone.0229783.ref029]\]. Data on the participants' overall health and characteristics (age, gender, BMI), as well as OA-related factors (most painful joint, afflicted side), were collected at inclusion.

Statistical analysis {#sec009}
--------------------

Summary data are described by the mean value, standard deviation and number of observations or the number and percent of the categories of interest. Comparisons of baseline data between the 24-week sub-sample and excluded participants (with missing data due to ending treatment or not reporting pain) were performed using independent samples t-test and the Fisher's Exact test (for dichotomous variables). The group-specific mean treatment effect of duration on pain and repetitions (30CST---physical function), as well as differences in pain over time between hip and knee OA with or without additional covariates, were estimated and tested using random slopes and intercepts models. Pain development over time was plotted for hip and knee OA, respectively.

To describe patients adhering for six months with contrasting pain severity at baseline, participants were divided into same-sized tertiles based on reported baseline pain, and mean pain per time point was calculated and plotted for each group (not performed for the 48-week sub-sample due to small numbers per group).

Significance level was set to p\<0.05, and p-values and 95% confidence intervals were reported when applicable. Statistical calculations were performed in SPSS Version 25 (IBM Corporation, New York, USA) and Stata 15.1 (StataCorp LLC, Texas, USA).

Role of the funding source {#sec010}
--------------------------

The funding source had no role in any part of this study. The in-kind support sponsor, Arthro Therapeutics, aided in the collection and extraction of data from the registry, otherwise was not in any way involved in design, analysis or interpretation of data, writing of the text or submitting the paper for publication.

Results {#sec011}
=======

After identifying active users at week 24, a total of 920 individuals were found, whereof 290 individuals had not reported their pain into the register at or around week 24. Excluding those with 48-week data, 499 individuals reporting pain were included in the 24-week sub-sample. For the 48-week sub-sample, a total of 138 individuals (n = 7 missing 24-week data included) with pain data at 48 weeks were included ([Fig 1](#pone.0229783.g001){ref-type="fig"}).

![Flowchart describing the disposition of patients.](pone.0229783.g001){#pone.0229783.g001}

24-week sub-sample {#sec012}
------------------

There were no differences between the 24-week sub-sample (n = 499) and excluded participants (combining those ending treatment, not reporting pain at 24 weeks or excluded due to having reported pain at 48 weeks also, n = 1210) in regard to age, BMI, baseline pain, baseline physical function, or the distribution of gender and index joint (for details, please see [S1 Table](#pone.0229783.s001){ref-type="supplementary-material"}).

Percentage of those reaching MCIC in pain after 24 weeks was 72% while mean adherence (SD) was 75% (18%). Descriptive data separated by index joint is reported in [Table 1](#pone.0229783.t001){ref-type="table"}. Pain change over time per index joint showed continuous pain relief over 6 months of adherence for both joints ([Fig 2](#pone.0229783.g002){ref-type="fig"}). Visual inspection of plotted mean pain per pain severity group suggested a difference in absolute change, yet similar pain relief in terms of relative change for both hip and knee ([Fig 3](#pone.0229783.g003){ref-type="fig"}).

![Pain change over time, per index joint, for the 0 to 24-week subgroup of patients.\
Symbols show mean pain value at 0, 12 and 24 weeks for patient subgroups with index joint knee (n = 301) or hip (n = 198). Error bars represent 95% confidence intervals.](pone.0229783.g002){#pone.0229783.g002}

![Joint pain change over 24 weeks stratified in tertiles by baseline pain severity for the 0 to 24-week subgroup of patients.\
Symbols show mean pain value at 0, 12 and 24 weeks for patient subgroups with index joint knee (n for tertiles low 100, mid 99, high 102) or hip (n for tertiles each 66). Error bars represent 95% confidence intervals.](pone.0229783.g003){#pone.0229783.g003}

10.1371/journal.pone.0229783.t001

###### Descriptive data for knee and hip OA in the 24-week sub-sample (n = 499).

![](pone.0229783.t001){#pone.0229783.t001g}

  Characteristic                         Knee (n = 301)   Hip (n = 198)
  -------------------------------------- ---------------- ---------------
  Age, mean (SD)                         64 (9)           63 (9)
  Female, n (%)                          220 (73)         152 (77)
  BMI, mean (SD)                         28.2 (4.8)       26.5 (4.9)
  **Weight status, n (%)**                                
   • Underweight (BMI \<18.5)            1 (0)            1 (1)
   • Normal weight (BMI 18.5--24.9)      67 (22)          83 (42)
   • Overweight (BMI 25--29.9)           141 (47)         79 (40)
   • Obese (BMI ≥30)                     92 (31)          35 (18)
  **Baseline pain per severity group**                    
   • Low, mean (SD)                      3.3 (1.3)        4.1 (0.9)
   • Moderate, mean (SD)                 5.6 (0.5)        6.4 (0.5)
   • Severe, mean (SD)                   7.6 (0.8)        7.7 (0.8)

BMI = body mass index. NRS = Numeric rating scale. OA = osteoarthritis.

48-week sub-sample {#sec013}
------------------

Percentage of those in the 48-week sub-sample reaching MCIC in pain was 67% while mean adherence (SD) was 74% (21%). Descriptive data separated by index joint is reported in [Table 2](#pone.0229783.t002){ref-type="table"}. Plotted pain change over time per index joint showed maximum pain relief achieved at around 6 months, and no signs of worsening pain for either joint, for up to 12 months ([Fig 4](#pone.0229783.g004){ref-type="fig"}).

![Pain change over time, per index joint, for the 0 to 48-week subgroup of patients.\
Symbols show mean pain value at 0, 12, 24 and 48 weeks for patient subgroups with index joint knee (n = 78) or hip (n = 60). Error bars represent 95% confidence intervals.](pone.0229783.g004){#pone.0229783.g004}

10.1371/journal.pone.0229783.t002

###### Descriptive data for knee and hip OA in the 48-week sub-sample (n = 138).

![](pone.0229783.t002){#pone.0229783.t002g}

  Characteristic                         Knee (n = 78)   Hip (n = 60)
  -------------------------------------- --------------- --------------
  Age, mean (SD)                         65 (9)          64 (8)
  Female, n (%)                          54 (69)         42 (70)
  BMI, mean (SD)                         27.0 (4.4)      26.0 (3.8)
  **Weight status, n (%)**                               
   • Underweight (BMI \<18.5)            0 (0)           0 (0)
   • Normal weight (BMI 18.5--24.9)      29 (37)         30 (50)
   • Overweight (BMI 25--29.9)           28 (36)         17 (28)
   • Obese (BMI ≥30)                     21 (27)         13 (22)
  **Baseline pain per severity group**                   
   • Low, mean (SD)                      2.7 (1.0)       3.8 (1.1)
   • Moderate, mean (SD)                 5.5 (0.7)       6.5 (0.7)
   • Severe, mean (SD)                   7.6 (0.7)       8.4 (0.7)

BMI = body mass index. NRS = Numeric rating scale. OA = osteoarthritis.

Treatment effect over time {#sec014}
--------------------------

The treatment effect was modelled in terms of monthly pain change and monthly change in repetitions as a function of treatment duration for 24- and 48-week sub-samples using a mixed model with random slopes and intercepts. The models yielded marginally different estimates for pain with a decrease of -0.43 units (95% CI -0.51, -0.35) and -0.39 units (95% CI -0.43, -0.36) per month for the 24- and 48-week sub-sample, respectively. Similarly, physical function increased by 0.76 repetitions (95% CI 0.64, 0.89) and 0.72 repetitions (95% CI 0.65, 0.79) per month, for the 24- and 48-week sub-sample respectively. The group difference (comparing 24- and 48-week sub-samples) in pain change did not reach statistical significance.

BMI, index joint or gender did not importantly influence pain or physical function over time. Pain improvement was not affected by age, yet with increasing age, there was a statistically significant but not clinically relevant decrease in the improvement in physical function (-0.003 per year; 95% CI -0.005, -0.002; p\<0.01). Mean and median values of pain and physical function, for each time point and per index joint and sub-sample, are reported in [Table 3](#pone.0229783.t003){ref-type="table"}.

10.1371/journal.pone.0229783.t003

###### Pain and physical function at baseline and follow-up.

![](pone.0229783.t003){#pone.0229783.t003g}

  Time                               Mean (95% CI)           Median (IQR)   Mean (95% CI)          Median (IQR)
  ---------------------------------- ----------------------- -------------- ---------------------- --------------
  **24-week sub-sample (n = 499)**                                                                 
                                     **Knee OA (n = 301)**                  **Hip OA (n = 198)**   
  **Pain**                                                                                         
  Baseline                           5.6 (5.4--5.8)          6 (2)          5.9 (5.7--6.2)         6 (2)
  Week 12                            3.4 (3.2--3.7)          3 (3)          3.9 (3.7--4.3)         4 (4)
  Week 24                            3.1 (2.9--3.4)          3 (3)          3.8 (3.4--4.1)         3 (3)
  **Physical function**                                                                            
  Baseline                           10.0 (9.6--10.4)        10 (4)         10.9 (10.4--11.5)      10 (3)
  Week 12                            13.7 (13.2--14.2)       13 (6)         14.2 (13.4--14.9)      13 (6)
  Week 24                            14.3 (13.7--14.8)       14 (6)         14.8 (13.9--15.5)      14 (7)
  **48-week sub-sample (n = 138)**                                                                 
                                     **Knee OA (n = 78)**                   **Hip OA (n = 60)**    
  **Pain**                                                                                         
  Baseline                           5.7 (5.2--6.1)          6 (3)          5.8 (5.2--6.3)         6 (3)
  Week 12                            3.2 (2.8--3.7)          3 (3)          3.9 (3.3--4.4)         4 (4)
  Week 24                            2.9 (2.4--3.5)          2 (3)          3.4 (2.8--3.9)         3 (3)
  Week 48                            3.2 (2.7--3.8)          3 (4)          3.8 (3.1--4.4)         4 (4)
  **Physical function**                                                                            
  Baseline                           10.3 (9.6--10.9)        10 (4)         11.1 (10.2--12.1)      11 (4)
  Week 12                            13.7 (12.8--14.6)       14 (5)         14.6 (13.5--15.7)      14 (6)
  Week 24                            15.1 (13.9--16.3)       15 (6)         15.4 (14.1--16.7)      15 (7)
  Week 48                            14.4 (13.1--15.7)       14 (6)         14.9 (13.7--16.2)      15 (5)

^a^Measured using the Numerical Rating Scale (NRS 0--10).

Discussion {#sec015}
==========

This is, to the best of our knowledge, the first study investigating the long-term benefits of patients adhering to a digital OA self-management programme. Results in two groups of 499 and 138 individuals being adherent to treatment for about 5 out of 7 days per week for 24 or 48 weeks showed a substantial reduction in the level of pain and an increase in physical performance per month of treatment. Based on available group-level data, there were no signs of worsening of symptoms during participation. Around 70% of those undertaking the programme reached a clinically relevant pain reduction at both follow-ups, and could thus be characterized as responders to treatment, with no clear difference between people with knee or hip OA. This result suggests that taking part in and adhering to a digital self-management programme is beneficial for reducing pain intensity and increasing physical function for older adults with knee or hip OA, and that results are maintained for up to one year.

In the present study, we observed greater improvements in both pain and physical function when compared to results from systematic reviews summarizing studies on people with knee and hip OA undergoing first-line interventions, where a decrease in pain of 6 points out of 100, at six months, was reported for knee OA \[[@pone.0229783.ref006], [@pone.0229783.ref007]\]. Yet these results are not directly comparable since the meta-analysis reported results several months after the close of active treatment, while the current study reports on a continuous intervention, but also due to potential differences in study population and intervention delivery.

The reduction in pain and increase in physical function in people with OA participating in first-line interventions has been shown to decline over time \[[@pone.0229783.ref006], [@pone.0229783.ref007], [@pone.0229783.ref018]\], probably due to the limited treatment duration (usually between 8 and 12 sessions over 8 weeks). Available evidence suggests that undertaking exercise for longer periods is associated with better outcomes \[[@pone.0229783.ref006], [@pone.0229783.ref030]\], regardless of the duration of a single session, potentially explaining the larger improvement experienced by people undergoing the present digital programme \[[@pone.0229783.ref031], [@pone.0229783.ref032]\].

The results of this study are comparable to, or somewhat better than shown in previous studies analysing the effect of digital self-management programmes. Bossen et al. showed a 2-point reduction on the WOMAC pain subscale (equivalent to a 10-point reduction on a 0--100 scale) after 8 months of providing a fully automated web-based programme aiming to increase patients' physical activity (n = 199) \[[@pone.0229783.ref021]\]. The intervention consisted of a 9-week gradually increasing program. The presence of targeted joint-specific exercises in the present digital self-management programme performed 5--10 minutes daily, combined with the inclusion of human supervision with continuous follow-up of goals and outcomes, may explain the greater pain reduction showed in the current study. Another self-management programme including education and exercise delivered digitally, showed a similar pain reduction after 6 months in comparison to the current study, although results were based on a small sample (n = 41), and the program ended after 12 weeks \[[@pone.0229783.ref022]\].

Participants in the present digital self-management programme with more severe pain experienced larger absolute pain reductions compared to those with less severe pain, yet the relative reduction was comparable. This suggests that the programme has the potential to yield similar benefit regardless of pain experienced by the participant at baseline. Hence it may be argued that the selection of patients for an exercise-based intervention should not be based solely on pain, and confirms that exercise is effective in reducing pain regardless of symptom severity \[[@pone.0229783.ref012]\].

Results from some exercise-based OA interventions suggest that knee OA patients experience a larger pain reduction, in comparison to those suffering from hip OA \[[@pone.0229783.ref018], [@pone.0229783.ref019]\]. We were unable to confirm this differential response to exercise of the knee and hip in the present study. Differences in participant' characteristics (e.g. age, disease severity), outcomes used, treatment delivery and exercise dose may explain these different study results.

Some limitations of our study need to be addressed. The lack of a control group and randomization limit our ability to explain the mechanisms of the observed reduction in pain and increased physical function in these OA patients, or to claim a direct cause and effect relationship. However, previous systematic reviews and meta-analyses of controlled trials provide evidence of a cause and effect relationship between exercise and patient benefits \[[@pone.0229783.ref033], [@pone.0229783.ref034]\].

In the current study pain and physical function were both shown to improve over time. Furthermore, patients of all pain levels at baseline improved (high variability in baseline pain was found). Even so, some contribution to outcomes by context effects and regression to the mean would be expected, although the magnitude is uncertain. Only a randomized controlled trial can provide a specific answer to the degree of regression to the mean.

Since results are based on a register of patients voluntarily choosing whether to report their outcomes and when to end treatment, reflecting clinical reality, some data is missing. Although the results suggest that those ending treatment do not importantly differ from included participants in terms of descriptive factors at baseline, for future studies it would be of value to interview and follow those ending treatment, and their OA-related outcomes. Specifically, it would be valuable due to the current program being continuous and having no defined ending. The participant sample was drawn from a register and inclusion criteria comprised of a hip or knee OA diagnosis and having initiated treatment with a 70% adherence for the initial weeks, supporting generalisability. Hence, the sample should reflect the population to a greater extent than randomized controlled trials that commonly have more stringent inclusion criteria. Adding on, the 30 CST was instructed using a video and the patient thus performed the test accordingly without the supervision of a physiotherapist, hence the result from the measure should be interpreted with caution when compared to other studies. Finally, we could not control for other treatments undertaken by the participants during the study period, therefore use of concurrent non-pharmacological or pharmacological treatments may have influenced the results.

The challenges and barriers of delivering exercise and education based self-management programmes to the growing OA population are substantial. Considering the positive results showed in this and previous studies, digital interventions may represent a viable alternative for patients without access to or not interested in participating in traditional face to face programmes. Digital interventions such as the present one may also complement traditional programmes to enhance long-term adherence to treatment. Yet further investigation into specific components of digital interventions outside of exercise is warranted, to more clearly understand the mechanics and benefits of specific parts of digital OA treatment programs.
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======================

###### Comparative data for the 24-week sub-sample (n = 499) and excluded participants (n = 1210).

(PDF)

###### 

Click here for additional data file.

###### STROBE statement---checklist of items that should be included in reports of *cohort studies*.

(DOC)

###### 

Click here for additional data file.

The authors would like to thank the participants of the study for contributing essential data. We express our gratitude to Vinnova, the Swedish Innovation Agency, for their financial support. Also, thanks to Jonas Ranstam for statistical guidance and advice, and to Daniel Kloek for graphical assistance.

10.1371/journal.pone.0229783.r001

Decision Letter 0

Naugle

Kelly

Academic Editor

© 2020 Kelly Naugle

2020

Kelly Naugle

This is an open access article distributed under the terms of the

Creative Commons Attribution License

, which permits unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

Transfer Alert {#sec017}
==============

This paper was transferred from another journal. As a result, its full editorial history (including decision letters, peer reviews and author responses) may not be present.

20 Dec 2019

PONE-D-19-29313

Improving osteoarthritis care by digital means - Effects of a digital self-management program after 24 weeks of adherence

PLOS ONE

Dear Dr. Nero,

Thank you for submitting your manuscript to PLOS ONE. After careful consideration, we feel that it has merit but does not fully meet PLOS ONE's publication criteria as it currently stands. Therefore, we invite you to submit a revised version of the manuscript that addresses the points raised during the review process.

Please address the minor concerns of both reviewers when resubmitting your manuscript.

We would appreciate receiving your revised manuscript by Feb 03 2020 11:59PM. When you are ready to submit your revision, log on to <https://www.editorialmanager.com/pone/> and select the \'Submissions Needing Revision\' folder to locate your manuscript file.

If you would like to make changes to your financial disclosure, please include your updated statement in your cover letter.

To enhance the reproducibility of your results, we recommend that if applicable you deposit your laboratory protocols in protocols.io, where a protocol can be assigned its own identifier (DOI) such that it can be cited independently in the future. For instructions see: <http://journals.plos.org/plosone/s/submission-guidelines#loc-laboratory-protocols>

Please include the following items when submitting your revised manuscript:

A rebuttal letter that responds to each point raised by the academic editor and reviewer(s). This letter should be uploaded as separate file and labeled \'Response to Reviewers\'.A marked-up copy of your manuscript that highlights changes made to the original version. This file should be uploaded as separate file and labeled \'Revised Manuscript with Track Changes\'.An unmarked version of your revised paper without tracked changes. This file should be uploaded as separate file and labeled \'Manuscript\'.

Please note while forming your response, if your article is accepted, you may have the opportunity to make the peer review history publicly available. The record will include editor decision letters (with reviews) and your responses to reviewer comments. If eligible, we will contact you to opt in or out.

We look forward to receiving your revised manuscript.

Kind regards,

Kelly Naugle, PhD

Academic Editor

PLOS ONE

Journal Requirements:

When submitting your revision, we need you to address these additional requirements.

1\. Please ensure that your manuscript meets PLOS ONE\'s style requirements, including those for file naming. The PLOS ONE style templates can be found at

<http://www.journals.plos.org/plosone/s/file?id=wjVg/PLOSOne_formatting_sample_main_body.pdf> and <http://www.journals.plos.org/plosone/s/file?id=ba62/PLOSOne_formatting_sample_title_authors_affiliations.pdf>

2\. Please include additional information regarding the survey or questionnaire used in the study and ensure that you have provided sufficient details that others could replicate the analyses. For instance, if you developed a questionnaire as part of this study and it is not under a copyright more restrictive than CC-BY, please include a copy, in both the original language and English, as Supporting Information.

3\. We note that you have indicated that data from this study are available upon request. PLOS only allows data to be available upon request if there are legal or ethical restrictions on sharing data publicly. For information on unacceptable data access restrictions, please see <http://journals.plos.org/plosone/s/data-availability#loc-unacceptable-data-access-restrictions>.

In your revised cover letter, please address the following prompts:

a\) If there are ethical or legal restrictions on sharing a de-identified data set, please explain them in detail (e.g., data contain potentially identifying or sensitive patient information) and who has imposed them (e.g., an ethics committee). Please also provide contact information for a data access committee, ethics committee, or other institutional body to which data requests may be sent.

b\) If there are no restrictions, please upload the minimal anonymized data set necessary to replicate your study findings as either Supporting Information files or to a stable, public repository and provide us with the relevant URLs, DOIs, or accession numbers. Please see <http://www.bmj.com/content/340/bmj.c181.long> for guidelines on how to de-identify and prepare clinical data for publication. For a list of acceptable repositories, please see <http://journals.plos.org/plosone/s/data-availability#loc-recommended-repositories>.

We will update your Data Availability statement on your behalf to reflect the information you provide.

4\. Thank you for providing the following Funding Statement: 

\'Funding was received by LED from Vinnova - Sweden's Innovation Agency (grant number: 2016-04187, www.vinnova.se) and Stiftelsen för Bistånd åt Rörelsehindrade i Skåne (grant number: 2019-01-20, www.stiftbistandskane.se) to the Department of Clinical Sciences Lund, Orthopaedics, Lund University, Sweden. In kind support (data gathering and extraction) was provided by Arthro Therapeutics Inc. The funders or supporter had no role in study design, data collection and analysis, decision to publish, or preparation of the manuscript.\'

a\. We note that one or more of the authors is affiliated with the funding organization, indicating the funder may have had some role in the design, data collection, analysis or preparation of your manuscript for publication; in other words, the funder played an indirect role through the participation of the co-authors.

If the funding organization did not play a role in the study design, data collection and analysis, decision to publish, or preparation of the manuscript and only provided financial support in the form of authors\' salaries and/or research materials, please review your statements relating to the author contributions, and ensure you have specifically and accurately indicated the role(s) that these authors had in your study in the Author Contributions section of the online submission form. Please make any necessary amendments directly within this section of the online submission form.  Please also update your Funding Statement to include the following statement: "The funder provided support in the form of salaries for authors \[insert relevant initials\], but did not have any additional role in the study design, data collection and analysis, decision to publish, or preparation of the manuscript. The specific roles of these authors are articulated in the 'author contributions' section."

If the funding organization did have an additional role, please state and explain that role within your Funding Statement.

b\. Please also provide an updated Competing Interests Statement declaring this commercial affiliation along with any other relevant declarations relating to employment, consultancy, patents, products in development, or marketed products, etc.  

Within your Competing Interests Statement, please confirm that this commercial affiliation does not alter your adherence to all PLOS ONE policies on sharing data and materials by including the following statement: \"This does not alter our adherence to  PLOS ONE policies on sharing data and materials." (as detailed online in our guide for authors <http://journals.plos.org/plosone/s/competing-interests>). If this adherence statement is not accurate and  there are restrictions on sharing of data and/or materials, please state these. Please note that we cannot proceed with consideration of your article until this information has been declared.

c\. Please include both an updated Funding Statement and Competing Interests Statement in your cover letter. We will change the online submission form on your behalf.

Please know it is PLOS ONE policy for corresponding authors to declare, on behalf of all authors, all potential competing interests for the purposes of transparency. PLOS defines a competing interest as anything that interferes with, or could reasonably be perceived as interfering with, the full and objective presentation, peer review, editorial decision-making, or publication of research or non-research articles submitted to one of the journals. Competing interests can be financial or non-financial, professional, or personal. Competing interests can arise in relationship to an organization or another person. Please follow this link to our website for more details on competing interests: <http://journals.plos.org/plosone/s/competing-interests>

\[Note: HTML markup is below. Please do not edit.\]

Reviewers\' comments:

Reviewer\'s Responses to Questions

**Comments to the Author**

1\. Is the manuscript technically sound, and do the data support the conclusions?

The manuscript must describe a technically sound piece of scientific research with data that supports the conclusions. Experiments must have been conducted rigorously, with appropriate controls, replication, and sample sizes. The conclusions must be drawn appropriately based on the data presented.

Reviewer \#1: Yes

Reviewer \#2: Yes

\*\*\*\*\*\*\*\*\*\*

2\. Has the statistical analysis been performed appropriately and rigorously?

Reviewer \#1: Yes

Reviewer \#2: Yes

\*\*\*\*\*\*\*\*\*\*

3\. Have the authors made all data underlying the findings in their manuscript fully available?

The [PLOS Data policy](http://www.plosone.org/static/policies.action#sharing) requires authors to make all data underlying the findings described in their manuscript fully available without restriction, with rare exception (please refer to the Data Availability Statement in the manuscript PDF file). The data should be provided as part of the manuscript or its supporting information, or deposited to a public repository. For example, in addition to summary statistics, the data points behind means, medians and variance measures should be available. If there are restrictions on publicly sharing data---e.g. participant privacy or use of data from a third party---those must be specified.

Reviewer \#1: No

Reviewer \#2: Yes

\*\*\*\*\*\*\*\*\*\*

4\. Is the manuscript presented in an intelligible fashion and written in standard English?

PLOS ONE does not copyedit accepted manuscripts, so the language in submitted articles must be clear, correct, and unambiguous. Any typographical or grammatical errors should be corrected at revision, so please note any specific errors here.

Reviewer \#1: Yes

Reviewer \#2: Yes

\*\*\*\*\*\*\*\*\*\*

5\. Review Comments to the Author

Please use the space provided to explain your answers to the questions above. You may also include additional comments for the author, including concerns about dual publication, research ethics, or publication ethics. (Please upload your review as an attachment if it exceeds 20,000 characters)

Reviewer \#1: Thank you for the opportunity to review this longitudinal cohort study exploring the effects of a digital self-management program, and the impact of adherence at 6 and 12 months on outcomes. The study is sound in both methodology and reporting, however I would recommend a small number of minor considerations.

General comment/query -- the use of the phrase 'long-term' is usually reserved for follow-up periods of 12 months or more?

Methods

Setting and Participants

'About 95%' -- please make this a specific figure

E-questionnaire details -- these would be better in the Outcome measures section

Adherence -- was exercise completion logged by participants online? This is self-reported whereas the completion of quizzes/interaction with online content is objectively measured. Is this accounted for? Was there justification for including only participants who had adherence of 70% or more in the initial weeks?

Pain reports -- was there justification for the choice of the window of +/- 4 or 6 weeks either side of the 24 and 48 weeks timepoints?

Outcome measures -- joint pain - was this average pain over the past week?

Figures

Would benefit from formatting (currently directly taken from statistical package)

Discussion

The discussion focuses on comparison to other existing studies. A stronger case for the impact of the findings of this study would be beneficial.

Drop-outs between week 24 and week 48 are significant (n=400) -- what are the implications of this for the results and also the programme moving forward (how might these participants be encouraged to remain in the programme).

Reviewer \#2: General comments

This is a well-conducted registry-study, providing interesting insights in digital self-management of OA. The manuscript is clearly written and well-reported.

I agree that one of the great challenges in providing evidence-based first-line care for people with OA is findings ways to ensure both appropriate timing and order of treatments (exercise, weight management and education as first-line) as well ensuring treatment retention. Digital self-management may help support appropriate self-management for those people, who we fail to reach through traditional avenues. Digital self-management and better access to professional support (via chat or phone) used in conjunction with treatment strategies may also improve treatment retention. Thus, digital self-management may have several clinically important perspectives in securing optimal care for OA patients.

Apart from knowing very little about the effectiveness of non-surgical treatment options, regarding different exercise types and content of education and self-management, there is a big knowledge gap regarding the dosing of non-surgical treatment strategies for optimal effects.

Specific comments

Abstract:

Results and conclusion:

It is unclear to me, how big the effect on pain and function was. Is the reader supposed to sum up the monthly decrease in pain for 24 weeks and 48 weeks, respectively? I would prefer a more clear presentation of your findings at the two follow-ups.

"There were no clinically relevant effects on the improvement of pain or function

by any of the controlled factors" -- what do you mean by controlled factors?

In the conclusion you change the time-period to over 6 months -- which of the two follow-ups do you relate this to? Also, you state important decrease in pain and increased function. Do you mean clinically important? Above a certain threshold? Please clarify.

Methods:

Settings and participants

\- Which diagnostic criteria did you use to confirm clinical OA via telephone?

\- Please clarify the use of +/- 4 week intervals for 24-week follow-up and +/- 6 week intervals for 48-week follow-up. This seems a bit random and means that could essentially be up to 12 weeks difference when follow-up for 48-weeks was reported. This interval alone equals the length of most non-surgical treatment interventions. Please clarify.

\- I cannot really understand the choice to divide subjects into the two subsamples (24-week and 48-week). Why not keep participants in one group? In relation to this, you do not really spend much time comparing the two groups anyway.

Outcome measures:

\- The 30 s chair-stand test was originally developed as an objectively assessed measure of performance-based physical function. In this study, it was performed as a self-assessed measure. I would recommend extreme caution when interpreting findings from the test. Please discuss this in the context of the findings.

Results:

\- The number of participants included in the 24-week subsample do not add up. 920 -- 290 = 630. 630 -- 138 = 492.

Discussion:

Most of the discussion concerns the exercise component of the digital self-management program. However, it seems unclear to me how much of the total program comprised of exercise (two daily exercises is not much) and how much comprised of self-management strategies. I would recommend a careful interpretation of exercise effects while also appreciating other elements of the program, which might have at least as important. A more in-depth discussion of the content of the program help the reader understand what was actually delivered.

\- In relation to this, please clarify more specifically how this digital self-management program is different from other cited digital self-management programs.

\- Please comment on the dosage of the program with regards to exercise and self-management compared to other digital and face-to-face programs. This will help clarify the clinical feasibility and sustainability of this intervention.

\- Please comment on the clinical importance of the improvements in 30 s chair-stand.

\- I would recommend the authors to refrain from discussing potential factors speaking against the potential involvement of regression to the mean. Patents typically seek care when their symptoms are elevated compared to their normal levels (this current sample). The fact that patients improve regardless of baseline pain levels does not speak against involvement of the regression of the mean phenomenon, since the pain levels are individually relative. Only randomization can provide a specific answer to the degree of regression to the mean.

\- Please provide some perspectives on how we should move on from here, i.e. how do we explore working mechanisms of the program?

\*\*\*\*\*\*\*\*\*\*

6\. PLOS authors have the option to publish the peer review history of their article ([what does this mean?](https://journals.plos.org/plosone/s/editorial-and-peer-review-process#loc-peer-review-history)). If published, this will include your full peer review and any attached files.

If you choose "no", your identity will remain anonymous but your review may still be made public.

**Do you want your identity to be public for this peer review?** For information about this choice, including consent withdrawal, please see our [Privacy Policy](https://www.plos.org/privacy-policy).

Reviewer \#1: No

Reviewer \#2: No

\[NOTE: If reviewer comments were submitted as an attachment file, they will be attached to this email and accessible via the submission site. Please log into your account, locate the manuscript record, and check for the action link \"View Attachments\". If this link does not appear, there are no attachment files to be viewed.\]

While revising your submission, please upload your figure files to the Preflight Analysis and Conversion Engine (PACE) digital diagnostic tool, <https://pacev2.apexcovantage.com/>. PACE helps ensure that figures meet PLOS requirements. To use PACE, you must first register as a user. Registration is free. Then, login and navigate to the UPLOAD tab, where you will find detailed instructions on how to use the tool. If you encounter any issues or have any questions when using PACE, please email us at <figures@plos.org>. Please note that Supporting Information files do not need this step.

10.1371/journal.pone.0229783.r002

Author response to Decision Letter 0

3 Feb 2020

Addressing journal Requirements

Journal Requirements:

When submitting your revision, we need you to address these additional requirements.

1\. Please ensure that your manuscript meets PLOS ONE\'s style requirements, including those for file naming. The PLOS ONE style templates can be found at

<http://www.journals.plos.org/plosone/s/file?id=wjVg/PLOSOne_formatting_sample_main_body.pdf> and <http://www.journals.plos.org/plosone/s/file?id=ba62/PLOSOne_formatting_sample_title_authors_affiliations.pdf>

Action: Removed the capital E in the title.

2\. Please include additional information regarding the survey or questionnaire used in the study and ensure that you have provided sufficient details that others could replicate the analyses. For instance, if you developed a questionnaire as part of this study and it is not under a copyright more restrictive than CC-BY, please include a copy, in both the original language and English, as Supporting Information.

Response: The digital program contains several questions and questionnaires at different time points, hence there is no one single questionnarie available. We will provide additional information regarding relevant questions and data.

Action: Added information on outcomes and questionnaires under Outcome measures, on page 7, at the beginning and the end of the paragraph.

3\. We note that you have indicated that data from this study are available upon request. PLOS only allows data to be available upon request if there are legal or ethical restrictions on sharing data publicly. For information on unacceptable data access restrictions, please see <http://journals.plos.org/plosone/s/data-availability#loc-unacceptable-data-access-restrictions>.

Response: Data from this registry study contains potentially identifying and sensitive patient information. Since this is a registry study and we are unable to ask for consent from participants before sharing data (contact information of participants ending treatment is discarded, according to Swedish law), we limit the data sharing to be based upon a reasonable request via email.

Action: The above text has been added to the Data Sharing statement, page 16, to further clarify why we take extra precautions in terms of data.

In your revised cover letter, please address the following prompts:

a\) If there are ethical or legal restrictions on sharing a de-identified data set, please explain them in detail (e.g., data contain potentially identifying or sensitive patient information) and who has imposed them (e.g., an ethics committee). Please also provide contact information for a data access committee, ethics committee, or other institutional body to which data requests may be sent.

b\) If there are no restrictions, please upload the minimal anonymized data set necessary to replicate your study findings as either Supporting Information files or to a stable, public repository and provide us with the relevant URLs, DOIs, or accession numbers. Please see <http://www.bmj.com/content/340/bmj.c181.long> for guidelines on how to de-identify and prepare clinical data for publication. For a list of acceptable repositories, please see <http://journals.plos.org/plosone/s/data-availability#loc-recommended-repositories>.

We will update your Data Availability statement on your behalf to reflect the information you provide.

Action: We have updated the cover letter.

4\. Thank you for providing the following Funding Statement:

\'Funding was received by LED from Vinnova - Sweden's Innovation Agency (grant number: 2016-04187, www.vinnova.se) and Stiftelsen för Bistånd åt Rörelsehindrade i Skåne (grant number: 2019-01-20, www.stiftbistandskane.se) to the Department of Clinical Sciences Lund, Orthopaedics, Lund University, Sweden. In kind support (data gathering and extraction) was provided by Arthro Therapeutics Inc. The funders or supporter had no role in study design, data collection and analysis, decision to publish, or preparation of the manuscript.\'

a\. We note that one or more of the authors is affiliated with the funding organization, indicating the funder may have had some role in the design, data collection, analysis or preparation of your manuscript for publication; in other words, the funder played an indirect role through the participation of the co-authors.

If the funding organization did not play a role in the study design, data collection and analysis, decision to publish, or preparation of the manuscript and only provided financial support in the form of authors\' salaries and/or research materials, please review your statements relating to the author contributions, and ensure you have specifically and accurately indicated the role(s) that these authors had in your study in the Author Contributions section of the online submission form. Please make any necessary amendments directly within this section of the online submission form. Please also update your Funding Statement to include the following statement: "The funder provided support in the form of salaries for authors \[insert relevant initials\], but did not have any additional role in the study design, data collection and analysis, decision to publish, or preparation of the manuscript. The specific roles of these authors are articulated in the 'author contributions' section."

If the funding organization did have an additional role, please state and explain that role within your Funding Statement.

Action: We have added the recommended statement to the Financial Disclosure Statement, please see page 3 in the manuscript.

\..." The funder provided support in the form of consulting fees for authors \[LED, LSL, HN\], but did not have any additional role in the study design, data collection and analysis, decision to publish, or preparation of the manuscript. The specific roles of these authors are articulated in the 'author contributions' section."..

b\. Please also provide an updated Competing Interests Statement declaring this commercial affiliation along with any other relevant declarations relating to employment, consultancy, patents, products in development, or marketed products, etc.

Within your Competing Interests Statement, please confirm that this commercial affiliation does not alter your adherence to all PLOS ONE policies on sharing data and materials by including the following statement: \"This does not alter our adherence to PLOS ONE policies on sharing data and materials." (as detailed online in our guide for authors <http://journals.plos.org/plosone/s/competing-interests>). If this adherence statement is not accurate and there are restrictions on sharing of data and/or materials, please state these. Please note that we cannot proceed with consideration of your article until this information has been declared.

Action: The Competing Interests statement has been updated accordingly, please see page 15 in the manuscript.

c\. Please include both an updated Funding Statement and Competing Interests Statement in your cover letter. We will change the online submission form on your behalf.

Please know it is PLOS ONE policy for corresponding authors to declare, on behalf of all authors, all potential competing interests for the purposes of transparency. PLOS defines a competing interest as anything that interferes with, or could reasonably be perceived as interfering with, the full and objective presentation, peer review, editorial decision-making, or publication of research or non-research articles submitted to one of the journals. Competing interests can be financial or non-financial, professional, or personal. Competing interests can arise in relationship to an organization or another person. Please follow this link to our website for more details on competing interests: <http://journals.plos.org/plosone/s/competing-interests>

Action: The cover letter has been updated accordingly. 

Rebuttal letter PONE-D-19-29313

To the editor and reviewers,

Thank You for the opportunity to improve our manuscript Improving osteoarthritis care by digital means - effects of a digital self-management program after 24 weeks of adherence, referenced PONE-D-19-29313. We have addressed the comments by the reviewers and hope that our revision will be satisfactory. Please find below our point-by-point responses and actions to each of the editors and reviewers' concerns. The reviewer comments are written in italics and changes are referred to in the manuscript based on page number and section as well as quoted after each described action.

Reviewer \#1: Thank you for the opportunity to review this longitudinal cohort study exploring the effects of a digital self-management program, and the impact of adherence at 6 and 12 months on outcomes. The study is sound in both methodology and reporting, however I would recommend a small number of minor considerations.

1\. General comment/query -- the use of the phrase 'long-term' is usually reserved for follow-up periods of 12 months or more?

Response: Thank you for the taking the time to review our manuscript. We used the phrase long-term since the most common treatment period in terms of first-line treatment for osteoarthritis (OA) is from 6 weeks to 3 months, and to the best of our knowledge no other study has reported results from continuous treatment for 6 months or more.

Action: None.

2\. Methods

Setting and Participants

'About 95%' -- please make this a specific figure

Response: Thank you for the suggestion, we will specify it as 95%, as this was the percentage at the time of data extraction.

Action: Removed the word "About" before "95%" below Setting and participants, page 5.

.."Included participants had a radiographic and or clinical diagnosis of hip or knee OA from a physical therapist or physician (95% of all patients at the date of data extraction)."...

3\. E-questionnaire details -- these would be better in the Outcome measures section

Response: Thanks, the section has been moved accordingly, and also altered to clarify details on outcomes (as suggested by the editor).

Action: Moved text from under Setting and participants page 5, to Outcome measures, page 7 in the manuscript.

.."Data on the participants' overall health and characteristics (age, gender, BMI) as well as OA-related factors (most painful joint, afflicted side) were collected at inclusion."...

4\. Adherence -- was exercise completion logged by participants online? This is self-reported whereas the completion of quizzes/interaction with online content is objectively measured. Is this accounted for? Was there justification for including only participants who had adherence of 70% or more in the initial weeks?

Response: Exercise completion was indicated by patient actions through the smartphone app. When exercises (in video format with explanatory graphics) were distributed to the patient, the patient was asked to rate the perceived difficulty of the exercise. Entering the perceived difficulty was used as indicator that the exercise was performed. Completion of quizzes/lessons was indicated by the patient answering the quizzes correctly. Program continuation was halted until these tasks were completed. Agreed, there is some difference in terms of how lessons and exercises are handled, and we have made a slight change in the manuscript to clarify this.

We intended to monitor the effect of participation in the digital treatment, and arbitrarily chose the 70% cut-off as a threshold for what could reasonably be considered participation in treatment.

Action: Information on collection of information on completed exercises and lessons has been added to the Intervention section, please see page 6 and 7 of the manuscript.

..."While rating perceived difficulty and adding comments, patients also indicated when exercises were completed. Program continuation was halted until all exercises for the day were marked as completed."...

..."Completion of a lesson was indicated by the patient answering the quiz correctly."...

5\. Pain reports -- was there justification for the choice of the window of +/- 4 or 6 weeks either side of the 24 and 48 weeks timepoints?

Response: The weekly reporting of pain is not mandatory, to alleviate patient strain and add more flexibility. Around 54% of the 24 week sub-sample had reported pain at week 24. Similarly, around 50% of participants active at week 48 had reported pain this specific week. Hence we opted for the +/- 4 weeks and +/- 6 weeks window to collect the maximum amount of data. We will clarify this in the manuscript.

Action: Clarified information on time windows on page 6, Setting and participants:

.."Outcome analysis was made in two separate sub-samples; participants with a pain report from week 24 or adjacent week (+- 4 weeks) and week 48 or adjacent week (+- 6 weeks), respectively. Adjacent weeks were added to collect the maximum amount of data (around 50% of active participants had reported pain at week 24 and 48, respectively)."..

6\. Outcome measures -- joint pain - was this average pain over the past week?

Response: Yes, as stated under Outcome measures: .."Mark on this scale how much pain you had the last week in your hip/knee"...

Action: None.

7\. Figures

Would benefit from formatting (currently directly taken from statistical package)

Response: Thank you for the suggestion, the figures have been formatted/updated. Please see new figure 2, 3 and 4 below.

Action: Formatted figures and updated the manuscript files, also attached new figures below:

8\. Discussion

The discussion focuses on comparison to other existing studies. A stronger case for the impact of the findings of this study would be beneficial.

Drop-outs between week 24 and week 48 are significant (n=400) -- what are the implications of this for the results and also the programme moving forward (how might these participants be encouraged to remain in the programme).

Response: Thanks for highlighting these issues. We would like to offer an alternative view on the matter. We believe that, in the current scientific community, you must argue for the impact of your study by comparing it to the work of other researchers. If no comparison is available, an evaluation is hard. We also believe that we have in fact argued for the impact of our findings, by first comparing to previous work and then highlighting our unique findings, or our confirmatory findings, and their potential impact.

For example, from page 14, second paragraph: \..." Participants in the present digital self-management programme with more severe pain experienced larger absolute pain reductions compared to those with less severe pain, yet the relative reduction was comparable. This suggests that the programme has the potential to yield similar benefit regardless of pain experienced by the participant at baseline. Hence it may be argued that the selection of patients for an exercise-based intervention should not be based solely on pain, and confirms that exercise is effective in reducing pain regardless of symptom severity \[12\]."\...

In regard to drop-outs, it is more complicated to define a drop-out when you administer a program that has no defined ending. The treatment ends when the patient considers it appropriate, or when the physiotherapist deems it suitable. Our previous qualitative studies indicated several reasons for the patient quitting the program, such as: they had improved to an extent where continued treatment seemed unnecessary; they had not improved sufficiently and was seeking other options; or that the patient continued exercising on their own without the smartphone application (1). Interestingly, the first pilot study based on this program showed no difference between those ending treatment and those continuing, in terms of level of pain (2). Unfortunately for the current study we do not have data (on a group level) on what was the specific reason for patients to quit the program. Adding on, patients in the register have started the treatment sequentially, hence not all participants in our sample have had the opportunity to be in the program for 48 weeks. In fact, only 710 individuals of the 1709 had started more than or equal to 48 weeks before data extraction.

Since OA is a chronic disease the treatment needs to be continuous yet changing life-style routines and habits in patients is, as we know, hard. Research on our end is ongoing, trying to understand when and why patients stop adhering, and we are also interested in scientifically testing some different behavioral strategies to prolong adherence.

To further clarify the matter of drop-outs, we have edited some text in the Method section, added some information to the topic in the Discussion and edited Figure 1.

Action: Added/edited the following text in the Discussion, page 15:

.." Since results are based on a register of patients voluntarily choosing whether to report their outcomes and when to end treatment, reflecting clinical reality, some data is missing. Although the results suggest that those ending treatment do not importantly differ from included participants in terms of descriptive factors at baseline, for future studies it would be of value to interview and follow those ending treatment, and their OA-related outcomes. Specifically, it would be valuable due to the current program being continuous and having no defined ending."\...

Added the following text to the Method section, page 6:

.."At that time point, the register contained data from 1709 Swedish participants (710 individuals had started ≥48 weeks before data extraction) that had reported one of their knees or hips as their most symptomatic joint (index joint), had been treated in the programme for at least three weeks with a minimum adherence of 70% and had registered ≥24 weeks before data extraction."..

Edited Figure 1 to clarify how many had started the program 48 weeks before data extraction, and how many were excluded from the 24-week sub-sample due to data at week 48 or adjacent:

 

Reviewer \#2: General comments

1\. This is a well-conducted registry-study, providing interesting insights in digital self-management of OA. The manuscript is clearly written and well-reported.

I agree that one of the great challenges in providing evidence-based first-line care for people with OA is findings ways to ensure both appropriate timing and order of treatments (exercise, weight management and education as first-line) as well ensuring treatment retention. Digital self-management may help support appropriate self-management for those people, who we fail to reach through traditional avenues. Digital self-management and better access to professional support (via chat or phone) used in conjunction with treatment strategies may also improve treatment retention. Thus, digital self-management may have several clinically important perspectives in securing optimal care for OA patients.

Apart from knowing very little about the effectiveness of non-surgical treatment options, regarding different exercise types and content of education and self-management, there is a big knowledge gap regarding the dosing of non-surgical treatment strategies for optimal effects.

Response: Thank you for your help in improving our manuscript. Agreed, there are unknown aspects about optimal dosage or dose-response in terms of first-line treatment for osteoarthritis. What we do know is that most programs reporting beneficial results contain a minimum of 3 sessions per week, focus on single-type exercises (e.g. strengthening muscles surrounding the painful joint), and are supervised (3). Our study adds to the evidence in terms of duration, showing that treatment for a minimum of 6 months leads to substantial improvements in terms of pain.

Action: None.

Specific comments

Abstract:

2\. Results and conclusion:

It is unclear to me, how big the effect on pain and function was. Is the reader supposed to sum up the monthly decrease in pain for 24 weeks and 48 weeks, respectively? I would prefer a more clear presentation of your findings at the two follow-ups.

Response: We were interested in reporting the effect per month of duration to add to the evidence of exercise duration and its effects on pain and function. We felt this adds more valuable information than just a mean difference, seeing as the data underlying the calculation was weekly reports. Adding on, means for baseline and follow-ups can be found in table 3. However, we concur that the results in the abstract can be clearer in this aspect and will revise the abstract accordingly.

Action: Mean numbers for baseline and follow-up was added to the Methods and Findings section of the abstract, and the results were further clarified:

.." For the 24-week sub-sample, pain NRS decreased monthly by -0·43 units (95% CI -0·51, -0·35, mean knee pain from 5.6 to 3.1, and hip pain from 5.9 to 3.8) and 30CST repetitions increased monthly by 0·76 repetitions (95% CI 0·64, 0·89 mean for knee from 10.0 to 14.3, and for hip from 10.9 to 14.8). For the 48-week sub-sample, pain decreased monthly by -0·39 units (95% CI -0·43, -0·36, mean knee pain from 5.7 to 3.2, and hip pain from 5.8 to 3.8), and repetitions increased by 0·72 repetitions (95% CI 0·65, 0·79, mean repetitions for knee from 10.3 to 14.4, and for hip from 11.1 to 14.9)."\...

3\. "There were no clinically relevant effects on the improvement of pain or function

by any of the controlled factors" -- what do you mean by controlled factors?

Response: Thanks for highlighting this, in fact the proper term should be covariates, as described in the Statistical analysis. This needs to be clarified.

Action: Added text in the Abstract -- Methods and findings:

.." There were no clinically relevant effects on the improvement of pain or function by any covariate (age, sex, index joint)."\...

4\. In the conclusion you change the time-period to over 6 months -- which of the two follow-ups do you relate this to? Also, you state important decrease in pain and increased function. Do you mean clinically important? Above a certain threshold? Please clarify.

Response: The word over may confuse hence it will be changed to for. In terms of important increase, we refer to the fact that it was a clinically relevant improvement, and as referred to in the manuscript, on page 7 under Outcome measures, above what was previously defined as minimal clinically relevant change (20%) for pain. We will clarify this.

Action: Changed the text in the Conclusion of the Abstract, page 3:

.." Continuously participating in a digital OA treatment program for 6 months was associated with a clinically important decrease in joint pain and increased physical function, in hip and knee OA."\...

Methods:

Settings and participants

5\. - Which diagnostic criteria did you use to confirm clinical OA via telephone?

Response:

The NICE guidelines were used as diagnostic criteria, also acknowledged in the Swedish National Guidelines, stating that OA can be diagnosed without further evaluation if the person is 45 years old or over, has activity-related joint pain, has either no morning stiffness or morning stiffness that lasts no longer than 30 minutes. It was also confirmed that no atypical features, or red flags, were present.

Information relating to symptoms is available to the physiotherapist before the initial telephone meeting. The physiotherapist is obliged during the telephone call to confirm all collected data and ask clinically relevant questions to rule out differential diagnosis. After including more than 12.000 patients into the program, there has been no problem related to improper diagnosing or adverse events.

We have added a small paragraph under Methods, Setting and participants, page 5 to clarify.

Action: Added some information on red flags under Settings and participants, page 5:

.."Individuals without a prior diagnosis had clinical OA confirmed by an orthopaedic surgeon or physiotherapist via telephone (diagnosis according to NICE criteria and Swedish National Guidelines, and confirming the absence of any red flag symptoms), or if deemed necessary were recommended to seek face-to-face care before inclusion in the programme."..

6\. - Please clarify the use of +/- 4 week intervals for 24-week follow-up and +/- 6 week intervals for 48-week follow-up. This seems a bit random and means that could essentially be up to 12 weeks difference when follow-up for 48-weeks was reported. This interval alone equals the length of most non-surgical treatment interventions. Please clarify.

Response: As stated in the response to Reviewer 1, question number 5, the weekly reporting of pain is not mandatory, to alleviate patient strain and add more flexibility. After inspecting the data, around 54% of the 24 week sub-sample had reported pain at week 24. Similarly, around 50% of participants active at week 48 had reported pain this specific week. Hence we opted for the +/- 4 weeks and +/- 6 weeks window to collect the maximum amount of data.

Action: None.

7\. - I cannot really understand the choice to divide subjects into the two subsamples (24-week and 48-week). Why not keep participants in one group? In relation to this, you do not really spend much time comparing the two groups anyway.

Response: If we would merge the 2 groups, we would increase the number up to 24w, but would have a larger dropout after this, and the patients responding at 48w would not be the same as those responding at 24w. We were interested in reporting results of prospective longitudinal cohorts with minimum loss to follow-up. Adding on, in a Swedish face-to-face program with published data from its registry, there is a worsening of symptoms (pain e.g.) between 3-12 months (4), hence it was interesting for us to see if this was also evident for a digital continuous program, and if so when the deterioration occurred. Hence we wanted separated cohorts in terms of duration of adherence. We clarified this in the title of the manuscript.

Action: Edited the title on page 1:

.."Improving osteoarthritis care by digital means - effects of a digital self-management program after 24- or 48-weeks of treatment."..

8\. Outcome measures:

\- The 30 s chair-stand test was originally developed as an objectively assessed measure of performance-based physical function. In this study, it was performed as a self-assessed measure. I would recommend extreme caution when interpreting findings from the test. Please discuss this in the context of the findings.

Response: The performance of the test is pedagogically instructed using a video with text that can be played as many times as needed. The instructions are according to those published by the Swedish Physiotherapy Association. Hence the instructions are the same that a physiotherapist interprets in the clinic, where there may also be individual differences. Furthermore, the test and its result are used intra-person, hence we do not use the result to compare with other studies or individuals. Following your comment, we have added a paragraph on the interpretation of the test in the Discussion.

Action: Added a paragraph in the Discussion, page 15:

.."Adding on, the 30 CST was instructed using a video and the patient thus performed the test accordingly without the supervision of a physiotherapist, hence the result from the measure should be interpreted with caution."..

9\. Results:

\- The number of participants included in the 24-week subsample do not add up. 920 -- 290 = 630. 630 -- 138 = 492.

Response: Following the flow chart in figure 1, it does add up. Most likely, from your calculation above, the 7 participants missing in your calculation are individuals with 48 week data that were missing data at week 24. Hence counting backwards, it does not seem to add up. We clarified this in the Results, thank you for pointing this out.

Action: Added information in the Results, page 9:

.." For the 48-week sub-sample, a total of 138 individuals (n=7 missing 24-week data included) with pain data at 48 weeks were included (Figure 1)."\...

10\. Discussion:

Most of the discussion concerns the exercise component of the digital self-management program. However, it seems unclear to me how much of the total program comprised of exercise (two daily exercises is not much) and how much comprised of self-management strategies. I would recommend a careful interpretation of exercise effects while also appreciating other elements of the program, which might have at least as important. A more in-depth discussion of the content of the program help the reader understand what was actually delivered.

Response: Reading through the discussion once again, we do not completely agree that most of the discussion concern the exercise component only. Most of the discussion, we suggest, concerns program specific components, one of them being exercise. There is one paragraph on page 14 that focuses primarily on exercise, this due to the fact that there is an abundance of studies investigating the effects of exercise, as compared to the other components such as education, physiotherapy support, automatic notifications, etc. It would be highly interesting to investigate specific effects of these individual components, but that would be out of scope for this study. If self-management is interpreted as theoretical education about the disease and how to self-manage in daily life, we know from previous studies based on face-to-face self-management programs, that the theoretical part of the program (patient education) alone was associated with less improvement of symptoms than education combined with exercise (4). Whether this applies to digital programs as well, is still unknown.

We have added some text in the Discussion concerning the content of the program.

Action: Added text to the Discussion, page 16:

.." Yet further investigation into specific components of digital interventions outside of exercise are warranted, to more clearly understand the mechanics and benefits of specific parts of digital OA treatment programs."\...

11\. - In relation to this, please clarify more specifically how this digital self-management program is different from other cited digital self-management programs.

Response: To the best of our understanding, the unique aspects of Joint Academy are that each patient is connected to a dedicated personal physiotherapist which the patient can contact at any time of day for advice or discussion. Furthermore, the program necessitates no added equipment to perform and start exercising. Thirdly, according to our knowledge, this is the only digital self-management program that is based on a nationally implemented face-to-face initiative that has been delivered to more than 120.000 individuals in Sweden.

The study from Bossen et al cited in the manuscript describes a web-based intervention focusing on increasing patient-selected physical activity, in increments. The intervention lasts for 9 weeks and for the study n=199 individuals were recruited. The other cited study describing a digital program, by Smittenaar et al, is based on n=41 individuals participating in a 12 week program. Participation necessitates wearing several sensors while exercising.

Action: Added some info on the two cited studies on digital programs, in the Discussion, page 14:

.."Bossen et al. showed a 2-point reduction on the WOMAC pain subscale (equivalent to a 10-point reduction on a 0-100 scale) after 8 months of providing a fully automated web-based programme aiming to increase patients' physical activity (n=199) \[21\]. The intervention consisted of a 9-week gradually increasing program."..

.."Another self-management programme including education and exercise delivered digitally, showed a similar pain reduction after 6 months in comparison to the current study, although results were based on a small sample (n=41), and the program ended after 12 weeks \[22\]."..

12\. - Please comment on the dosage of the program with regards to exercise and self-management compared to other digital and face-to-face programs. This will help clarify the clinical feasibility and sustainability of this intervention.

Response: It is hard to access or even find other digital programs similar to Joint Academy offering treatment for osteoarthritis of the hip or knee. As previously noted in the response to Question 11, we have referenced to two other programs focusing on knee pain or OA. There is also a digital program called Kaia that distributes exercises every day at about the same amount as Joint Academy but focusing on unspecified lower back pain. In terms of face-to-face programs, due to the effort of frequent visits to a clinic, most programs offer exercise sessions a few times per week, but with longer session duration. These programs also have a specified duration (3 months for BOA and the GLA:D programs) and thereby data on how much exercise is performed after the program may be sparse. We hypothesize, as mentioned in the Discussion on page 13-14, that the greater mean improvements reported in the current study is due to the constant availability of support from a physiotherapist, and the high frequency of training.

Action: Added a few words on high frequency of exercises, in the Discussion, page 14:

.."The presence of targeted joint-specific exercises in the present digital self-management programme performed 5-10 minutes daily, combined with the inclusion of human supervision with continuous follow-up of goals and outcomes, may explain the greater pain reduction showed in the current study."..

13\. - Please comment on the clinical importance of the improvements in 30 s chair-stand.

Response: There are published thresholds for what constitutes a major clinically important improvement in people with hip osteoarthritis performing the 30 CST (5). These vary between an increase of 2.0 - 2.6 repetitions, depending on method. Hence our result of an increase of 3.8 -- to 3.9 (depending on sub-sample) for the hip OA patients would constitute a clinically important improvement.

Action: None.

14\. - I would recommend the authors to refrain from discussing potential factors speaking against the potential involvement of regression to the mean. Patents typically seek care when their symptoms are elevated compared to their normal levels (this current sample). The fact that patients improve regardless of baseline pain levels does not speak against involvement of the regression of the mean phenomenon, since the pain levels are individually relative. Only randomization can provide a specific answer to the degree of regression to the mean.

Response: Thanks for highlighting this issue. OA can be intermittent in regard to symptoms such as pain, so a variation over time would not be surprising. The variation in pain at baseline for the different severity groups is; low: 0-5 (minimum-maximum), moderate: 5-7 (min-max) and severe: 7-10 (min-max). This would indicate quite a spread in terms of pain at baseline, although not disproving the effect of regression to the mean it indicates that perhaps not all patients seek treatment mainly due to severe pain. In fact, it has been suggested that care seeking behavior seems to be based on a mix of social and psychological factors and not simply based on the absence or presence of medical problems (6). Whether care seeking behavior in relation to digital programs differs from face-to-face treatment, is unknown. For certain societal groups and diagnoses digital care may be more accessible and hence care seeking may be related to other factors.

Furthermore, regression to the mean typically constitutes a value closer to the mean following an extreme measure, and as mentioned we cannot disprove this effect in the current study. However, we can argue that the effect of regression to the mean is reduced when taking serial measurements and calculating the average change (7).

Yet after a brief discussion of this phenomena, we agree that randomization in a controlled study is what can provide a specific answer to the degree of the regression to the mean, and we will edit the manuscript to this effect.

Action: Added and edited a paragraph in the Discussion, page 15:

.." In the current study pain and physical function were both shown to improve over time. Furthermore, patients of all pain levels at baseline improved (high variability in baseline pain was found). Even so, some contribution to outcomes by context effects and regression to the mean would be expected, although the magnitude is uncertain. Only a randomized controlled trial can provide a specific answer to the degree of regression to the mean."...

15\. - Please provide some perspectives on how we should move on from here, i.e. how do we explore working mechanisms of the program?

Response: With digital programs and the possibility of collecting vast amounts of data on a scale not possible with face-to-face programs, the option of using machine learning algorithms to test and examine what mechanisms are most important for specific sub-groups is available. In a digital setting it is possible to rather easily alter parts of the program to a randomized set of participants, and this is what we are hoping to achieve in the near future.

We have added a comment in the discussion on this subject as mentioned in the response to question number 10 above, but not specified further, as we feel it is outside of the scope of this study.

Action: On page 16 in the Discussion, some text was added:

.." Yet further investigation into specific components of digital interventions outside of exercise are warranted, to more clearly understand the mechanics and benefits of specific parts of digital OA treatment programs."\...
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